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How to assess success of treatment when
using multiple doses: the case of
misoprostol for medical abortion
Armando H. Seuc1*, Iqbal H. Shah2, Moazzam Ali1, Claudia Diaz-Olavarrieta3 and Marleen Temmerman1
Abstract
Background: The assessment of treatment success in clinical trials when multiple (repeated) doses (courses) are
involved is quite common, for example, in the case of infertility treatment with assisted reproductive technology
(ART), and medical abortion using misoprostol alone or in combination with mifepristone. Under these or similar
circumstances, most researchers assess success using binomial proportions after a certain number of consecutive
doses, and some have used survival analysis. In this paper we discuss the main problems in using binomial proportions
to summarize (the overall) efficacy after two or more consecutive doses of the relevant treatment, particularly for the
case of misoprostol in medical abortion studies. We later discuss why the survival analysis is best suited under these
circumstances, and illustrate this by using simulated data.
Methods: The formulas required for the binomial proportion and survival analysis (without and with competing risks)
approaches are summarized and analytically compared. Additionally, numerical results are computed and compared
between the two approaches, for several theoretical scenarios.
Results: The main conceptual limitations of the binomial proportion approach are identified and discussed, caused
mainly by the presence of censoring and competing risks, and it is demonstrated how survival analysis can solve these
problems. In general, the binomial proportion approach tends to underestimate the “real” success rate, and tends to
overestimate the corresponding standard error.
Conclusions: Depending on the rates of censored observations or competing events between repeated doses of
the treatment, the bias of the binomial proportion approach as compared to the survival analysis approaches
varies; however, the use of the binomial approach is unjustified as the survival analysis options are well known
and available in multiple statistical packages. Our conclusions also apply to other situations where success is
estimated after multiple (repeated) doses (courses) of the treatment.
Keywords: Medical abortion, Binomial proportion, Survival analysis, Competing risks
Background
The World Health Organization (WHO) indicates that for
pregnancies of gestational age between 9 and 12 weeks
(63–84 days), the recommended method for medical abor-
tion is 200 mg mifepristone administered orally followed
36 to 48 hours later by 800 μg misoprostol administered
vaginally. Subsequent misoprostol doses should be 400 μg,
administered either vaginally or sublingually, every 3 hours
up to a maximum of four further doses. For pregnancies
of gestational age over 12 weeks (84 days), the recom-
mended method for medical abortion is 200 mg mifepris-
tone administered orally followed 36 to 48 hours later by
an initial dose of 400 μg orally or 800 μg vaginally, with
further doses of 400 μg misoprostol administered either
vaginally or sublingually every three hours, up to four fur-
ther doses [1].
Under these or similar circumstances, many papers as-
sess the efficacy of multiple doses of misoprostol calcu-
lating the binomial proportion of successful abortions
(without surgical intervention) after a certain number of
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consecutive doses (or courses), usually two [2–8]; see
also studies included in the systematic review [9]. Other
studies also use formal survival analysis of “induction to
conception expulsion” time, in hours [10, 11].
To the best of our knowledge, no paper has attempted
to discuss or question the statistical approaches to be
applied under these circumstances, the exception being
Gallo and co-authors [9]. These authors did not address
the topic in detail (just one paragraph within the “out-
come measures” section) but make two main points; first
they argue that the efficacy of a second dose of miso-
prostol should not be estimated from those who fail with
the first dose and go for the second dose, because of the
(obvious) attrition bias [12] that would render inappro-
priate any comparisons between success rates of the sec-
ond versus the first dose. Though this is correct, we
have not seen any studies comparing the efficacy across
doses (such as second versus first or third versus first).
Secondly, the authors argue that the use of binomial
proportions to summarize the success of several con-
secutive doses of misoprostol (the combined or overall
success rate) ignores important information that is
accounted for when survival analysis techniques are ap-
plied. This is undoubtedly the case, but we need to spe-
cify the additional information that is provided, how to
use it, and the eventual impact on the final results.
In this paper we present the main problems encoun-
tered when using binomial proportions to summarize
(the overall) efficacy after administration of two or more
consecutive doses of misoprostol in medical abortion
studies. We later discuss why the competing risk survival
analysis is best suited under these circumstances, and il-
lustrate this by using simulated data. Finally we present
some concluding remarks. In this paper “successful
abortion” stands for “complete expulsion of the products
of conception without surgical intervention”.
Methods
We present and compare four statistical approaches for
assessing success when using multiple doses, the bino-
mial proportion approach and three survival analysis ap-
proaches: Kaplan-Meier, Life Table, and the (Competing
Risk) Cumulative Incidence rate.
At first the approaches are analytically compared in
terms of biases in point estimations and corresponding
standard errors. Additionally, 18 artificially created sce-
narios are generated combining three levels for the rate
of the main event with the first dose, two levels for the
rate of the main event with the second dose, and three
levels for the rate of the competing risk event and cen-
soring, and the approaches are then numerically com-
pared in Table 1.
The three levels assumed for the rate of the main
event with the first dose were “low 70 %”, “medium
80 %”, and “high 90 %”; the two levels assumed for the
rates of the main event with the second dose were “low”
and “high” corresponding to 12 % and 6 % relative re-
duction with respect to the first dose’s rate. The three
levels assumed for the rates of the competing event and
censoring with the first dose were “low”, “medium”, and
“high” corresponding to 5 %, 10 %, and 20 % of all
remaining units (columns {3} and {4} in Table 1). For the
second dose we assumed an almost zero rate (1 %) of
censoring and all other remaining subjects were recon-
verted into the competing risk event (surgical abortion),
which is the usual practice in these types of studies (see
columns {7} and {8} in Table 1).
The figures in columns {2} to {8} in Table 1 are derived
from the assumed rates in the 18 different scenarios
(rows), and by making the initial sample size equal to
1,000 (=n1, column {1} in Table 1) in all scenarios. Figures
in columns {9} to {13} provide the point estimations for
the four statistical approaches, and figures in columns
{14} to {18} provide the corresponding standard errors,
using the formulas presented in the Results sections. For
the competing risk approach results are presented both
for the rate of the main event and the rate of the compet-
ing event, point estimations (columns {12} and {13}), and
corresponding standard errors (columns {17} and {18}).
Results
The problem of using binomial proportions
A binomial proportion is derived from a random vari-
able X that summarizes the result of “n” independent
repetitions of a Bernoulli experiment, each with prob-
ability “P” of success, by providing the total number of
successes (or the proportion of successes) out of “n” rep-
etitions; the binomial distribution is characterized by
two parameters, “n” and “P” and is denoted as B(n,P).
The probability that X takes the value (number of suc-
cesses) “r” is given by [13]:
P X¼rð Þ¼ n
r
 
Pr 1‐Pð Þn‐r:
The rationale for using a single binomial proportion to
assess the overall efficacy after administration of con-
secutive doses of misoprostol is that, although the prob-
ability of success varies from one dose to the other, we
could say that the entire combined process was con-
ducted with a success probability P = P(Success after 2
doses) that could be estimated by
p ¼ r1 þ r2
n1
ð1Þ
where r1 and r2 are the number of successes after the
first and the second dose, respectively, and n1 is the
number of subjects receiving the first dose; not in the
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Table 1 Estimation of the success rate of medical abortion after two doses of misoprostol under different scenarios for the rates of the main event medical abortion, the
competing event surgical abortion, and censored data ({1}–{8}), using the binomial approach ({9}, {14}), the Kaplan-Meier (KM) approach ({10}, {15}), the Life Table (LT) approach
({11}, {16}), and the competing risk survival approach ({12}, {13}, {17}, {18})
Rate of main
event with
1st dose
Rate of main
event with
2nd dose (a)
Rate of competing
event and censoring (b)
Assumptions for number of main events (medical
abortions (r1, r2), competing events (d1, d2), and
censored observations (c1, c2)).
POINT ESTIMATION STANDARD ERROR
{1} {2} {3} {4} {5} {6} {7} {8} {9} {10} {11} {12} {13} {14} {15} {16} {17} {18}
n1 r1 d1 c1 n2 r2 d2 c2 bin KMc LTc CI1(2) CI2(2) bin KMc LTc CI1(2) CI2(2)
Low (70 %) Low (62 %) Low 1000 700 15 14 271 168 102 1 86.79 % 88.60 % 93.20 % 87.67 % 12.23 % 1.07 % 1.04 % 0.90 % 1.03 % 1.03 %
Medium 1000 700 30 27 243 151 91 1 85.07 % 88.64 % 93.47 % 86.78 % 13.11 % 1.13 % 1.08 % 0.91 % 1.06 % 1.06 %
High 1000 700 60 48 192 119 72 1 81.90 % 88.59 % 93.90 % 84.87 % 15.00 % 1.22 % 1.19 % 0.95 % 1.11 % 1.11 %
High (66 %) Low 1000 700 15 14 271 179 91 1 87.89 % 89.82 % 94.08 % 88.82 % 11.07 % 1.03 % 0.99 % 0.83 % 0.99 % 0.99 %
Medium 1000 700 30 27 243 160 82 1 86.04 % 89.75 % 94.24 % 87.78 % 12.11 % 1.10 % 1.04 % 0.85 % 1.02 % 1.02 %
High 1000 700 60 48 192 127 65 0 82.67 % 89.84 % 94.70 % 85.87 % 14.12 % 1.20 % 1.14 % 0.88 % 1.08 % 1.08 %
Medium (80 %) Low (70 %) Low 1000 800 10 10 180 126 53 1 92.60 % 94.00 % 96.61 % 93.30 % 6.59 % 0.83 % 0.78 % 0.63 % 0.78 % 0.78 %
Medium 1000 800 20 18 162 113 48 1 91.34 % 93.95 % 96.71 % 92.56 % 7.33 % 0.89 % 0.82 % 0.64 % 0.82 % 0.81 %
High 1000 800 40 32 128 90 38 0 88.96 % 94.06 % 97.03 % 91.25 % 8.75 % 0.99 % 0.89 % 0.65 % 0.87 % 0.87 %
High (75 %) Low 1000 800 10 10 180 135 45 0 93.50 % 95.00 % 97.26 % 94.25 % 5.75 % 0.78 % 0.72 % 0.56 % 0.73 % 0.73 %
Medium 1000 800 20 18 162 122 40 0 92.15 % 95.03 % 97.39 % 93.45 % 6.55 % 0.85 % 0.75 % 0.57 % 0.77 % 0.77 %
High 1000 800 40 32 128 96 32 0 89.60 % 95.00 % 97.57 % 92.00 % 8.00 % 0.97 % 0.83 % 0.59 % 0.83 % 0.83 %
High (90 %) Low (79 %) Low 1000 900 5 5 90 71 19 0 97.13 % 97.89 % 98.87 % 97.49 % 2.51 % 0.53 % 0.47 % 0.36 % 0.49 % 0.49 %
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Table 1 Estimation of the success rate of medical abortion after two doses of misoprostol under different scenarios for the rates of the main event medical abortion, the
competing event surgical abortion, and censored data ({1}–{8}), using the binomial approach ({9}, {14}), the Kaplan-Meier (KM) approach ({10}, {15}), the Life Table (LT) approach
({11}, {16}), and the competing risk survival approach ({12}, {13}, {17}, {18}) (Continued)
Medium 1000 900 10 9 81 64 17 0 96.40 % 97.90 % 98.93 % 97.11 % 2.89 % 0.59 % 0.49 % 0.36 % 0.52 % 0.52 %
High 1000 900 20 16 64 51 13 0 95.06 % 97.97 % 99.06 % 96.37 % 3.62 % 0.69 % 0.54 % 0.36 % 0.57 % 0.57 %
High (85 %) Low 1000 900 5 5 90 77 13 0 97.65 % 98.56 % 99.26 % 98.13 % 1.87 % 0.48 % 0.40 % 0.29 % 0.42 % 0.42 %
Medium 1000 900 10 9 81 69 12 0 96.89 % 98.52 % 99.27 % 97.67 % 2.33 % 0.55 % 0.42 % 0.30 % 0.47 % 0.47 %
High 1000 900 20 16 64 54 10 0 95.44 % 98.44 % 99.29 % 96.75 % 3.25 % 0.66 % 0.48 % 0.31 % 0.54 % 0.54 %
{1} n1: subjects receiving the 1st dose
{2} r1: number of successes after the 1st dose (and before the 2nd)
{3} d1: number of competing events after 1st dose (and before 2nd)
{4} c1: number of censored data between the 1st and the 2nd doses
{5} n2: subjects receiving the 2nd dose
{6} r2: number of successes after the 2nd dose (and before end of study)
{7} d2: number of competing events after 2nd dose (and before end of study)
{8} c2: number of censored data between the 2nd dose and end of study
{9}: success rate using the binomial proportion
{10}: success rate using KMc
{11}: success rate using Life Table with actuarial assumptionsc
{12}: success rate using competing risk approach (cmprsk package in R)
{13}: as in {17} but for the competing event “surgical abortion”
{14}: standard error of point estimation in {13}
{15}: standard error of point estimation in {14}
{16}: standard error of point estimation in {16}
{17}: standard error of point estimation in {17}
{18}: standard error of point estimation in {18}
a: rate of event with second dose was assumed lower than with first dose, “low” (12 % relative reduction) and “high” (6 % relative reduction)
b: For j = 1, as a fraction of (n1-r1), or (n1-r1-d1): low = 5 %, medium = 10 %, high = 20 %; for the second dose, c2 = 0.01*(n2-r2), and d2 = n2-r2-c2
c: All events occur exactly at times (doses) 1 and 2. Life Table and KM rates were computed with SPSS, and Cumulative Incidence (CI) rates with cmprsk package in R; for this purpose 18 datasets were created
replicating the assumptions in columns {1} to {8}, and the corresponding packages were applied
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formula but we also have n2 as the number of subjects
receiving the second dose. When we compute the pro-
portion of success after two doses we are assuming that
there is a unique compact follow-up period during
which we observe the occurrence of the event, from ad-
ministering the first dose up to some predetermined
time after administering the second, for example,
24 hours; the probability of the event might vary sub-
stantially during this period, but we are not interested in
(or prefer to ignore) this feature [14].
Under certain circumstances ignoring this heterogen-
eity might not be advisable. For example, in epidemi-
ology, if a (potential risk) factor increases the odds of a
disease in men, and decreases it in women, saying that
the factor does not impact the disease in the entire
population might not be very useful; similarly in meta-
analysis, merging individual studies with significant vari-
ability could be misleading.
As an alternative to (1), it might seem preferable to
consider the following:
P Success after 2 dosesð Þ
¼Pð Success after 1st doseð Þ or ðSuccess after 2nd dosejFailure after 1st doseÞÞ
¼P Success after 1st doseð Þ
þPðSuccess after 2nd dosejFailure after 1st doseÞ ≙ r1
n1
þ r2
n2
ð2Þ
as the two events are exclusive, “(Success after 1st dose)”
and “(Success after 2nd dose|Failure after 1st dose)”.
However (2) is wrong because the events come from dif-
ferent experiments.
Therefore, we have to approach our problem not as
the sum of two exclusive events but as the (complement
of the) product of two dependent events, as is done in
survival analysis with the complement of the survival
probability, or failure function [15, 16], that is:
P Success after 2 dosesð Þ¼1‐P No abortion during the 2 first dosesð Þ
¼1‐fP No abortion after 1st doseð Þ
 PðNo abortion after 2nd dosejNo abortion after 1st doseÞg
≙1‐ 1‐
r1
n1
0
@
1
A 1‐ r2
n2
0
@
1
A :
ð3Þ
Assuming the study ends at a specific time after the
last (second) dose and that there are no “censored obser-
vations” (see the next section), it can be easily proved
that (1) = (3), using n2 = n1 − r1.
The standard errors for (1) and (3) are given by
SE pð Þ≙
ﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃ
p 1‐pð Þ
n1
s
ð4Þ
and
SE pð Þ≙
ﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃ
1−pð Þ2 r1
n1 n1−r1ð Þþ
r2
n2 n2−r2ð Þ
 s
ð5Þ
respectively [15], which again can be easily proved are
the same under the assumption of no censored data
(n2 = n1 − r1).
Therefore, assuming there is no censored data and
ignoring the heterogeneity issue mentioned above,
using the binomial proportion (1) poses no problem.
However, the assumption of no censored data is not
realistic because in longitudinal studies censored data
are usually present; in these cases n2 = n1 − r1 − c1,
where c1 is the number of censored cases after the
first dose and just before the second, and some c2
subjects might also be censored after administering
the second dose and not available for outcome assess-
ment at the end of the study (at a specific time after
the second dose is administered).
Additionally, the problem with (3) is that in the pres-
ence of censored data n1 and n2 do not properly repre-
sent the number of subjects at risk (of medical abortion)
during the two concerned periods, after the first dose
(and before the second) and after the second dose (and
before the end of study) respectively. We will address
this in more detail in the next section.
The most common reasons for censored cases in med-
ical abortion studies are i) surgical intervention, and ii)
discontinuation or loss to follow-up. (Discontinuation
because of ) “End of study” is in general also a potential
reason for censoring, but in these medical abortion stud-
ies “end of study” cases are usually converted into “surgi-
cal abortion” cases by design, for obvious ethical reasons
[3–7, 10] and [8].
In the presence of censored cases the binomial propor-
tion from (1) and its standard error (4) will, in general,
underestimate the survival rate from (3) and will over-
estimate its standard error (5), respectively, and the lar-
ger the proportion of censored cases (c1/n1or c2/n2) the
larger these biases.
In the next section we discuss the rationale for using a
survival analysis approach and how the estimation from
(3) is usually modified to account for censored data, and
we will explore what drives differences between different
estimations.
The survival analysis approach
In their systematic review of more than one dose of miso-
prostol in medical abortion studies, Gallo et al. state that
survival analysis uses more information than a binomial
proportion, but they do not discuss how this additional
information can or should be incorporated, and the even-
tual impact on the final results [9].
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In a medical abortion study with multiple doses of mi-
soprostol we usually know not only how many doses
each patient may need to reach a successful abortion,
but also the time (for example, hours) from treatment
initiation (oral administration of mifepristone) to observ-
ing the event (expulsion of the product of conception).
Therefore, we can design the survival analysis both in
terms of “number of doses” or in terms of “number of
hours” from treatment initiation to the event. In both
cases we are using more information because the bino-
mial proportion considers the two (or more) consecutive
doses as a unique compact period (with all subjects ex-
posed to the risk of the event throughout). A survival
analysis in terms of number of hours might be difficult
to interpret if we do not precisely link the results to the
timing when doses were administered; on the other
hand, a survival analysis in terms of number of hours
makes sense under the assumption of a predetermined
protocol for the timing of the successive doses.
The most relevant advantage of the survival analysis
approach is that it accounts for censored data, particu-
larly right censored data, that is, when observation ends
before the event is known [15, 17], which is additional
and very important information that is not used (or is
misused) by the binomial proportion. In survival studies
the main variable is time (or some variation) needed for
a unit/subject to develop a particular characteristic or
event, assuming that observation began at a properly de-
fined time t0 for each unit. In this context the survival
time for a unit might not be observed completely for dif-
ferent reasons (for example, loss to follow-up, end of
study), and all we know is that when the subject was last
seen in the study the event had not yet occurred; in
these cases we say that for this subject the observation
(the survival time) was right censored.
Almost always survival methods used in medical abor-
tion studies define time as number of hours, and apply
Kaplan-Meier (KM) as the estimation method ([9–11]).
This method formally updates the estimation of the cu-
mulative incidence probability each time an event (med-
ical abortion) is observed, which in theory might occur
at any time but when exactly the doses are administered.
The Life Table (LT) estimation method wastes infor-
mation in comparison to the KM (LT is based on inter-
val censored data), but it might be more appropriate
when time intervals are defined a priori in terms of the
timing of the successive doses or in terms of the number
of doses administered, because it updates the estimation
when we need it. One of the interesting features of the
LT method is that assumptions about censored data can
be made more flexibly and explicitly; the average num-
ber of patients at risk of the event during the interval
[tj, tj + 1[⋅, ⋅ = 1, 2, and tj the time when the jth dose is ad-
ministered, is defined as
n
0
j¼nj−
1
2
cj ð6Þ
under the assumption that censoring is non-
informative (see the following subsection) and occurs
uniformly during the interval (see [18] and Section 17.2
in [13]); it can easily be seen that the average number of
patients at risk during the interval from (6) can be gen-
eralized to
n
0
j¼nj−kjmjcj ð7Þ
where kj is the relative risk of the event (medical abor-
tion) in the censored versus all those alive at the begin-
ning of the interval, and mj is the fraction of the time
interval that (on average) censored cases were not ex-
posed to the risk of the event. The corresponding esti-
mation of the cumulative incidence probability of
success is then
P Success after 2 dosesð Þ≙1− 1− r1
n01
 
 1− r2
n02
 
ð8Þ
for nj
′ from (6) (or (7)), with (8) now properly account-
ing for censored cases; the corresponding standard error
is obtained from (5) just replacing nj by nj
′,
SE pð Þ≙
ﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃﬃ
1−pð Þ2 r1
n01 n
0
1−r1ð Þ
þ r2
n02 n
0
2 −r2ð Þ
 s
: ð9Þ
Observe that in the case of just one dose of miso-
prostol (max j = 1), and under the assumption of no
censored data, (8) and (9) become exactly the point
estimate and the corresponding standard error of the
binomial proportion, (1) and (4), respectively. Also
note that both the KM and the LT methods consider
the competing events (see definition in the following
subsection) of surgical abortions as censored data and
are therefore included in cj, j = 1,2.
Accounting for competing risks
In any longitudinal study censored data are observations
that are interrupted for some reason(s); the events gen-
erating these interruptions may or may not influence the
probability of occurrence of the event of interest. If cen-
soring (of our main event observation) is caused by an
alternative event that modifies the probability of observ-
ing the main event, the censoring is called “informative”;
otherwise, the censoring is called “non-informative” (for
example, as was assumed for [6] above).
A competing risk is defined as any event that pre-
cludes (or modifies the probability of ) the onset of the
event of interest [16, 19]; therefore, a competing risk is
an event that generates a particular type of censored
data, or “informative” censored data. For example, surgical
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abortion is a “competing risk” for our main event
medical abortion because the occurrence of the first
prevents (definitely modifies!) the occurrence of the
second; alternatively we can say that we have two dif-
ferent and competing (mutually exclusive) ways of in-
duced abortion, “medical” and “surgical”.
It is evident that a “competing risk” can have different
levels according to the degree to which it influences the
probability of the occurrence of our main event. We can
also have, of course, more than two competing risks,
and potentially they can all compete with each other at
different levels.
The classical KM and LT estimations do not account
for competing risks because they always assume non-
informative censoring; their results can be interpreted as
the survival probabilities under the assumption that
competing risks are non-existent (or have been elimi-
nated), because considering competing risks as non-
informative censoring is, in practice, the closest we can
get to ignoring them. This might be a reasonable ap-
proach if we want to assess (extrapolate) the perform-
ance of medical abortion in a (to a counter-factual)
context where surgical abortion is non-existent; however,
in a context where both medical and surgical abortion
are and will be available, the results from the classical
KM and LT methods are not appropriate because the
survival rate is underestimated (or the cumulative inci-
dence probability is overestimated).
If there are no competing risks (that is, surgical abor-
tion does not exist), we can express the distribution
function (or cumulative incidence probability) of medical
abortion (8) above as
P Success after 2 dosesð Þ≙
X2
j¼1
S tj‐1
  rj
n0j
¼S t0ð Þ r1
n01
þS t1ð Þ r2
n02
ð10Þ
where S(tj) is the probability of survival up to tj and
S(t0) = 1; for example, S(t1) * r2/n2
′ is the probability of
having a medical abortion after the second dose (and be-
fore the planned end of study) given that the patient did
not have a medical abortion after the first dose (and be-
fore the second).
When k(k = 1 to K) competing risks are present, [10]
can be modified to
P Success after 2 doses of event kð Þ≙
X2
j¼1
Sk tj‐1
  rk;j
n0j
ð11Þ
which is equivalent to (10), or to
P Success after 2 doses of event kð Þ¼CRCIk 2ð Þ≙
X2
j¼1
S tj‐1
  rk;j
n0j
ð12Þ
with Sk(tj−1) the probability of survival just to the k
th event,
and S(tj−1) the probability of survival to all K events; the
competing risk cumulative incidence rate CRCIk(2) from
(12) is a sub-distribution function and is known as the
“crude (cumulative) incidence function”, “k-specific risk”
or “k-specific probability of failure” [20, 21]. Note that we
keep on including the actuarial assumptions in (10) to
(12) from the Life-Table approach, but as far as we
know, all packages implementing the CRCIk(j) rates
use the KM approach assuming that the exact timing
of events is known.
The probability of the kth event in the jth interval counts
only occurrences of the kth event both in (11) and (12);
but in (11) survival considers all other competing events
as censored (that is, the subject has to survive only to the
kth event) while in (12) survival includes all competing
events. The standard KM and LT approaches use (11),
which overestimates (12). In fact, it can be proved in gen-
eral that CRCIk 2ð Þ≤
X2
j¼1Sk tj−1
   rk;j
n′j
≤ 1−S 2ð Þð Þ and
XK
k¼1CRCIk 2ð Þ ¼ 1−S 2ð Þð Þ , with S(2) the probability of
having no abortion at all after taking two misoprostol
doses [19, 21].
The rationale of (12) is obviously that to have a par-
ticular type of abortion (medical) during the jth interval,
patients need to survive up to the beginning of this
interval to both medical and surgical abortion (not only
to medical); see, e.g., [19] and [21].
There are several options for the standard error of
(12) [21]; the one usually recommended and imple-
mented in the Stata command stcompet [19] and in the
cmprsk R package [22] is
se CRCIk 2ð Þð Þ ≙
(
CRCIk 2ð Þ−CRCIk 1ð Þ½ 2 r1n1 n1 ‐r1ð Þ
þ n1‐rk;1
n1
 rk;1
n2
1
þ S 1ð Þ½ 2 n2‐rk;2
n2
 rk;2
n22
−2 CRCIk 2ð Þ‐CRCIk 1ð Þ½  rk;1n21
8<
:
9=
;
)
1
2
	
ð13Þ
with ∑k = 1
K rk,j = rj; an appropriate function of (13) for
computing the confidence interval is given in [19].
It should be noted that in the case of just one dose of
misoprostol (max j = 1), the CRCI estimate (12) becomes
the binomial proportion in (1), with the corresponding
standard errors being also equal, (13) and (4) respectively.
It should also be noted that independent of the number of
doses, the same happens when non-informative censored
data are absent (c1 = c2 = 0).
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In Table 1 we compare the point estimates and their
standard errors when using the binomial (bin), the
Kaplan-Meier (KM), the Life Table (LT), and the compet-
ing risk (CRCI) approaches, under 18 scenarios for the
rates of the main event (medical abortion), the competing
event (surgical abortion), and censored data (all other dis-
continued/loss-to-follow-up cases); in all scenarios the
censored data after the second dose have been mostly
(re)converted into the competing event “surgical abortion”
as per the usual design of these studies (see details of
Table 1 in Methods). For the survival approaches (KM, LT,
and CRCI) all events were assumed to occur exactly at
times (doses) 1 or 2; if we had instead used other (more
realistic) timings the results would be slightly different,
but the trends observed would remain the same.
It can be seen that the binomial proportion (bin) un-
derestimates the success rate after two doses of miso-
prostol, mainly when using the LTapproach which
includes the actuarial assumptions (columns {9}–{11});
the KM and LT approaches are appropriate if we want
to extrapolate to a population/situation where the com-
peting event (surgical abortion) does not exist. The
underestimation of bin with respect to CRCI is much
smaller (columns {9} and {12}), the CRCI rates being
appropriate when we want/expect medical and surgical
abortion to coexist in our population.
From Table 1 we see that the higher the censoring rate
the higher the under-estimation by the bin approach. We
also see that the lower the rate of the main event with the
second dose with respect to that of the first dose, the
smaller the under-estimation of the bin approach; in these
cases the combined rate would be mostly dominated by
the rate with only the first dose, meaning that the second
dose would be close to irrelevant and the binomial ap-
proach would then be close to being adequate. Finally we
see that the higher the success rate with the first dose, the
smaller the underestimation of the combined rate using
the bin approach with respect to the combined rate esti-
mations from the survival approaches.
The comparison of standard errors (columns {14}–{18}
on Table 1) shows that the bin approach has consistently
larger standard errors than the survival approaches; that
is, it underestimates the precision of the success rate es-
timation after two doses, particularly in comparison to
the LT approach (columns {14} and {16}). As when com-
paring point estimations, the smaller the success rate
with the second dose (in comparison to the rate with the
first dose) the smaller the underestimation of precision of
the bin approach with respect to the survival approaches;
also, in general the higher the rates of competing events
and censoring, the higher the underestimation of precision
of the bin approach with respect to the survival ap-
proaches. In contrast to the comparison of point estima-
tions, the higher the rate of the main event with the first
dose, the higher the underestimation of precision of the
bin approach compared to the survival approaches. Al-
though the precision of the bin approach increases with
higher rates of the main event with the first dose, we see
that the corresponding precisions for the survival ap-
proaches increase faster.
In terms of point estimations’ biases (underestimation)
of the bin approach the worst scenario is the sixth, cor-
responding to a low (70 %) rate of the main event with
the first dose, a high (66 %) rate of the main event with
the second dose, and high rates (20 % with the first
dose) of competing events and censoring. In terms of
precision biases (underestimation) of the bin approach
the worst scenario is the 18th, corresponding to a high
(90 %) rate of main event with the first dose, a high
(85 %) rate of the main event with the second dose, and
high rates (20 % with the first dose) of competing events
and censoring.
Discussion
The binomial proportion approach is still considered the
gold standard for assessing medical abortion success
when using multiple doses of misoprostol; we estimate
from the literature reviewed that in at least 80 % of the
relevant studies the binomial proportion approach is be-
ing used. We think the main reason is its seductive sim-
plicity. Many researchers are probably unaware of its
limitations, and the main purpose of this study is to
make these explicit.
The survival analysis approach, in any of the three
versions considered here, is adequate because it ac-
counts for non-informative censoring in general and,
eventually also for competing risk events (informative
censoring). The superiority of the survival approach
does not depend on the length of the periods between
doses (days or hours), but mainly on the number of
censored observations between consecutive doses; the
larger the number of censored observations the larger
the bias introduced by the binomial approach.
Medical abortion studies using misoprostol do not
usually have censored observations owing to loss to
follow-up (including “end of study”), because they are
designed so that all patients achieve success (complete
abortion) one way or the other, before the end of the
study. However, a non-negligible number of patients
might have their observations censored because of ex-
periencing the competing risk event “surgical abortion”,
which is not accounted for by the binomial approach.
WHO guidelines indicate that following administration
of misoprostol (using the combined regimen or mifepris-
tone and misoprostol for women with pregnancies of
gestational age up to 9 weeks) up to 90 % of women will
expel the products of conception (page 45, [1]). If we as-
sume that for gestational ages above 9 weeks the success
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rate (with the first dose of misoprostol) is in general
below 90 %, then the scenarios in Table 1 are relevant
from a clinical point of view.
When the time period between consecutive doses has
not been measured precisely, we could still use the sur-
vival approach, in this case not in terms of time (days or
hours) but in terms of number of doses; this will keep
the advantage of the survival approaches of accounting
for censored observations.
Because a binomial proportion does not account for the
fact that different individuals are exposed to different time
periods to the event of interest, as an alternative we might
be tempted to use a Poisson rates’ approach to account for
this exposure heterogeneity. However, Poisson rates (usu-
ally) assume that the probability of the event is the same
across time, which is generally not the case in medical
abortion studies using multiple doses of misoprostol.
The “intermediate outcome” approach, using for ex-
ample “principal stratification” might initially seem an
attractive alternative way to tackle the problem, because
it could be argued that surgical abortion is a “truncation
by death” intermediate outcome for medical abortion
[23]. However, the concept of intermediate outcomes re-
quires the intermediate event to be in the causal path
between intervention and the outcome, which is not the
case of surgical abortion (between the “nurses” interven-
tion and the outcome “medical” abortion). Surgical abor-
tion precludes medical abortion, but it is not a “cause”
of medical abortion; it is not possible to treat surgical
abortion independent of medical abortion (in the sense
of one being the potential cause of the other), because
they are just two (alternative and competing) ways of
reaching the same outcome/goal.
Conclusions
From the analysis and results of this paper we conclude
and recommend that binomial proportions should al-
ways be replaced by survival rates when assessing/com-
paring success rates of medical abortion with multiple
doses of misoprostol. The main reason is that binomial
proportions do not account for censored data or for
competing risks, and as a consequence:
• Binomial proportions tend to underestimate the real
success rate. The smaller the medical abortion rate of
success (closer to 50 % from above) and the larger the
rate of the surgical abortion rate (closer to 50 % from
below), the larger the underestimation in comparison to
the survival approaches (Kaplan-Meier, Life Table, and
Cumulative Incidence); and
• Binomial proportions tend to overestimate the real
standard error. This means that when binomial propor-
tions are used there is a tendency to miss statistically sig-
nificant differences between rates of success because the
corresponding standard errors are being overestimated.
The larger the medical abortion rate of success (closer to
100 %) and the larger the rate of the competing surgical
abortion event (closer to 50 % from below), the larger the
overestimation of standard error.
If we were interested in estimating the success rate of
medical abortion after two or more doses under the as-
sumption (counter-factual) that surgical abortion does not
exist (or it has been eliminated), then the Kaplan-Meier
and Life Table approaches are suggested as appropriate
because they consider the competing event (surgical abor-
tion) as non-informative censoring [20].
On the other hand, if we want to estimate the success
rate of medical abortion in the presence of competing
risks, in this case surgical abortion, then the use of the
Competing Risk Cumulative Incidence (CRCI) survival ap-
proach is indicated [19, 20]; when using this approach it is
important to present the rates for each of the competing
events (in this case “medical” and “surgical” abortion), as
the interpretation of the rate of the main event may de-
pend on the rate(s) of the other competing event(s) [20].
In some cases the broad conclusions might remain the
same independent of the approach used, but there is no
advantage in choosing an option that is consistently
biased with respect to more appropriate methods which
are now widely available in standard statistical packages.
Our recommendations can be extended to other sex-
ual and reproductive health studies where success is
assessed after multiple rounds/administrations of the
(experimental) treatment. For example, in assisted re-
productive technology (ART) for fertility treatment suc-
cess has traditionally been reported on a per-cycle basis
using binomial proportions; survival techniques are in-
creasingly used to estimate the cumulative rate of
achieving an ongoing pregnancy (or live pregnancy)
after successive cycles of in vitro fertilization or other
ART techniques and some adjustments for informative
censoring have been included [24, 25], but more formal
competing risks approaches could also be applied.
Abbreviations
ART: assisted reproductive technology; CRCI: Competing Risk Cumulative
Incidence rate; KM: Kaplan-Meier; LT: Life Table; WHO: World Health Organization.
Competing interests
The authors declare that they have no competing interests.
Authors’ contributions
AHS: Conceived the study, undertook the analysis, interpreted the results,
and drafted the manuscript. IHS: Made substantial contributions to the
design of the study, interpretation of the data, and drafting of the final
manuscript. MA: Made substantial contributions to interpretation of data and
drafting of the final manuscript. CD-O: Made substantial contributions to the
design of the study and drafting of the final manuscript. MT: Made important
contributions to conception of the study and drafting of the final manuscript.
All authors read and approved the final manuscript.
Acknowledgments
We are grateful to colleagues at the Special Programme of Research,
Development and Research Training in Human Reproduction (HRP), who
Seuc et al. Trials  (2015) 16:510 Page 9 of 10
provided valuable input to initiate and conclude this work. The study was
partially sponsored by HRP.
We are also very grateful for the comments made by the reviewers, which
have allowed us to improve this paper in several important ways.
Author details
1Department of Reproductive Health and Research, World Health
Organization, 1211 Geneva 27, Switzerland. 2Department of Global Health
and Population, Harvard T. H. Chan School of Public Health, 665 Huntington
Avenue, Boston, MA 02115, USA. 3Population Council Mexico, Insurgentes
Sur 2453 – Torre Murano Piso 9 Local 903, Col. Tizapán, Del. Álvaro Obregón,
México City 01090, Mexico.
Received: 8 July 2014 Accepted: 27 October 2015
References
1. World Health Organization. Safe abortion: technical and policy guidance for
health systems. 2nd ed. Geneva: World Health Organization; 2012.
2. Al-Bdour A, Akasheh H, Al-Jayousi T. Missed abortion: termination using
single-dose versus two doses of vaginal misoprostol tablets. Pak J Med Sci.
2007;23(6):920–3.
3. Coyaji K, Krishna U, Ambardekar S, Bracken H, Raote V, Mandlekar A, et al.
Are two doses of misoprostol after mifepristone for early abortion better
than one? BJOG. 2007;114(3):271–8.
4. Jain JK, Dutton C, Harwood B, Meckstroth KR, Mishell DR. A prospective
randomized, double-blinded, placebo-controlled trial comparing
mifepristone and vaginal misoprostol to vaginal misoprostol alone for
elective termination of early pregnancy. Hum Reprod. 2002;17(6):1477–82.
5. Ngo TD, Park MH, Xiao Y. Comparing the World Health Organization-versus
China-recommended protocol for first-trimester medical abortion: a
retrospective analysis. Int J Womens Health. 2012;4:123–7.
6. Singh K, Fong YF, Dong F. A viable alternative to surgical vacuum
aspiration: repeated doses of intravaginal misoprostol over 9 hours
for medical termination of pregnancies up to eight weeks. BJOG.
2003;110(2):175–80.
7. von Hertzen H, Piaggio G, Huong NTM, Arustamyan K, Cabezas E, Gomez M,
et al. Efficacy of two intervals and two routes of administration of misoprostol
for termination of early pregnancy: a randomised controlled equivalence trial.
Lancet. 2007;369(9577):1938–46.
8. Zikopoulos KA, Papanikolaou EG, Kalantaridou SN, Tsanadis GD, Plachouras NI,
Dalkalitsis NA, et al. Early pregnancy termination with vaginal misoprostol
before and after 42 days gestation. Hum Reprod. 2002;17(12):3079–83.
9. Gallo MF, Cahill S, Castleman L, Mitchell EMH. A systematic review of more
than one dose of misoprostol after mifepristone for abortion up to 10 weeks
of gestation. Contraception. 2006;74(1):36–41.
10. von Hertzen H, Piaggio G, Wojdyla D, Nguyen TMH, Marions L, Okoev G, et
al. Comparison of vaginal and sublingual misoprostol for second trimester
abortion: randomized controlled equivalence trial. Hum Reprod.
2009;24(1):106–12.
11. Ashok PW, Templeton A, Wagaarachchi PT, Flett GMM. Factors affecting the
outcome of early medical abortion: a review of 4132 consecutive cases.
BJOG. 2002;109(11):1281–9.
12. R. Miller and C. Hollist, Attrition bias. University of Nebraska-Lincoln. Faculty
Publications, Department of Child, Youth, and Family Studies. Paper 45.
2007. http://digitalcommons.unl.edu/famconfacpub/45. Accessed
September 2015.
13. Armitage P, Berry G, Matthews J. Statistical Methods in Medical Research.
4th ed. Oxford: Oxford, Blackwell Science; 2002.
14. Peto R, Pike M, Armitage P, Breslow N, Cox D, Howard S, et al. Design and
analysis of randomized clinical trials requiring prolonged observation of
each patient. Br J Cancer. 1977;35(1):1–39.
15. Collet D. Modelling survival data in medical research. 1st ed. London:
Chapman & Hall; 1994.
16. Satagopan JM, Ben-Porat L, Berwick M, Robson M, Kutler D, Auerbach AD. A
note on competing risks in survival data analysis. Br J Cancer. 2004;91:1229–35.
17. Clark TG, Bradburn MJ, Love SB, Altman DG. Survival analysis part I: basic
concepts and first analyses. Br J Cancer. 2003;89(2):232–8.
18. Compton CC, Byrd DR, Garcia-Aguilar SH, Kurtzman A, Olawaiye MK. (eds.),
“AJCC Cancer Staging Atlas,” in AJCC Cancer Staging Atlas: A Companion to
the Seventh Editions of the AJCC Cancer Staging Manual and Handbook,
doi:10.1007/978-1-4614-2080-4_2, © 2012 American Joint Committee on
Cancer.
19. Coviello V, Boggess M. Cumulative incidence estimation in the presence of
competing risks. STATA J. 2004;4(2):103–12.
20. Putter H, Fiocco M, Geskus RB. Tutorial in biostatistics: competing risks and
multi-state models. Stat Med. 2007;26:2389–430.
21. Braun TM, Yuan Z. Comparing the small sample performance of several
variance estimators under competing risks. Stat Med. 2007;26:1170–80.
22. Scrucca L, Santucci A, Aversa F. Competing risk analysis using R: an easy
guide for clinicians. Bone Marrow Transplant. 2007;40(4):381–7.
23. Seuc AH, Peregoudov A, Betran AP, Gulmezoglu AM. Intermediate
outcomes in randomized clinical trials: an introduction. Trials. 2013;14(1):78.
24. Stolwijk AM, Wetzels AMM, Braat DDM. Cumulative probability of achieving
an ongoing pregnancy after in-vitro fertilization and intracytoplasmic sperm
injection according to a woman’s age, subfertility diagnosis and primary or
secondary subfertility. Hum Reprod. 2000;15(1):203–9.
25. Luke B, Brown M, Wantman E, Lederman A, Gibbons W, Schattman GL, et al.
Cumulative birth rates with linked assisted reproductive technology cycles.
N Engl J Med. 2012;366(26):2483–91.
Submit your next manuscript to BioMed Central
and take full advantage of: 
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at 
www.biomedcentral.com/submit
Seuc et al. Trials  (2015) 16:510 Page 10 of 10
